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F I 

A6 1K 37/02 ACK 
7/16 

A2 3G 3/00 10 1 

3/30 

A6 IK 37/02 ADZ 

M^J®<Z)Jfc4 FD (^ 7 K) ^St:ii 



(fii)inuci.* mtm^ 

A 6 1 K :i8/00 ACK 
ADZ 
AGZ 

7/16 

// A 2 3 G 3/00 10 1 



(21) dlBiifr^ ^^a|3p8 -336349 

(22) n\m B ^bl 8 *P (1996) 12^ 2 H 



(54) [^9fic!>^*ii3 ^i#g^3f5^Rt;n]ffifflmft 

(57) [^^1 

>f i/y^^t^^rf•^'^^^^^^^t^^^^^3^^J• 
fDffl^fj^r?)^. ^^^^ ^^B^comF^^^^iti. *0^^ 



(71)miaA 000006769 

:«]^:«i®fflK*3f 1 T B 3 # 7 # 
(74)f^A (^1^) 



1 

.7.1- f— >. >';^r r >'N''J f-ov-V, ^^^WrJ'^ 

[ :K rti 1 ] IS ;k m 1 . 2 xa 3 B^ncO^^^m^M'S: 

[ U (.) 1 ] 

[ t:i 0 0 2 ] 

[0003] m^. ^mmcom^^^mmm^^-^cn^m. 
mmmn^<7^m^m.m (^^^^7 - 2 e 7 s e y-t^^ 

[0005] 

'U. <^/n y''.J >'> a6*'n^ ^X^:-^ 

C-<7 -j-K/r. -f > L tMi.y:i(Yii^i.^;;;;,T,n-|iWKJ^ (X 
y t ' - j; ) 'C\'\ .»* .v, n i- rii^it'! t ^ ^ t , 
I'i itj itij<:W; : .1; iM (fi Ifu.liUi^ili* :- <t.^'; . WU , Ml 



( 2 ) l^m^ 10-158189 

2 

10 ioQOb'i^'ox.^wm. < 1 ) ui-'y. >f ya 

[0007] :^^H^CO^I€(3i¥3^^, 4=^BJ 

=^<, ±Mzr^jm<r)mi^z^<^r^ymi^'fv^Ltii^<r> 

Lys-Phe-I 1 e— G 1 y-Leu-Met 
Lys-Leu-Phe-Gly-I le-Met 

'jx'y. -ivx^i^i^y. ^^Vi^ym/u^i^yffZM 

^^'Uy, f-nvy. :/;P:^5y. rxj^y^y. r 
30 ^-ystxr^>'N-^^y^comxii:2^i.:i±. ^tc? 

-1 2m:-^ts\,(ryif^^X'^h. 
[00 08] t.fz. i.w^r^Y\t. ±ieT$ys!$r^ 

[00 09] _hia^rf-Hi:LT(i. 
^7*^ KI :Lys-Phe-I le-Gly-Leu 
-Me t-NH2 

^Tf-H I I : Lys-Leu-Phe-Gly-I 1 
e-Me t-NH2 

^Tf-K I I I : I le-His-Pro-Thr-I 
40 le-Leu-Cy s-Va I -Ty r-G 1 y-Ly 
s-Leu-Gl n-Lys -As n-G 1 y-A 1 a 
— Asp — Leu— A 1 a 

[0010] ■ifW^\,Zt-^t^h^y'^Y\t. Pi^ffl^l^ 

[0011] !5Lwmwmm^<mm.>:. uTJi, ^esii 



( 

3 

i:.v.H'i. nL^'l. /jy'-tfum ivy h:OT-^^um^iits) m 
i : t - . : 1^': 1 y -r -6 z > tj^v ^ . z comcomfmi<omMi>z 

h , 

(0013] mmmt^h^'k^t. 7Ki4^L<ti?4tt 
^fMu-x^y, vA-f^y^ y^i/x-h^) . fUlsgfj 

hL< ii^mmizmm. mmxmut-t tzti.zX':>x 
w^-t^zti^^x"^^^ mim^n^mwibLXit. 

(f^n. imifZj^txm^^^j:mmmL mi^^:^)}^^^^ 

LT^v^^ ^ t i)<x^ h , 
[0015] ^rf- H£7)tS-^fi(i. 

ikif^Mcr^^^. wnjkxfm^\^z)^y:^xmMM^^Kh 

iS^, fi^AlB^OO. 00 1-1 Og. !^tcO. 
0 1-5gf7)|£lIi:=^i.Cli:*^'^^tV^^ '^rf-H^tS 
-^^ , IB (r)^k^-^t^±MMM^ i:^^J;-5t^lBtcl 

■^^'thh<r>x'hhif^. ^(^m^mmrmi±^<^o . 

0 0 1-5% (Sfi%, OTfsim) . !HrtcO. 0 1—3 
t:L^.:-L-.\' .fI),-rtN;lli '^/f.: v ■ <. iiT^r i Mh > ^. h ^t^'-C? , 

: y { /. ;■' tfji; .111 HI*'. '^t."n. '>'yj wjt f v ^ ^sfi 
,Hi;';';m > i ^. z : * ^l. . 



3 ) 10-158189 
4 

[00 1 8]>ij;ttf, mmm<^^^\t. mmm. 

^^A^hm^x^xwm-th^itti^x^h. 
[00 19] z^xmm\tLx\t. m^z^'j:^. 

[0020] l^tS^fUi: LTti. 

[002 1 ] ffiS^Jfcb-ca, ^u-feuv. y;wb'.y 
[0022] ^rn^'^mt Lx\t. r-^>-#Mvsa 
N-ri^^^^^^'^>-^. 2-r/t'^/i'-N-;<?;u 

[00 23] -a-i^Jt trti, '^'y:^U>'^hU^A. 

a -y :^ T/Uxb Y . ^^^'vX^U -J^V-Jt Y X2f}}Va 

[0024] ^m\t LT(i. J^y:^^i^^.mM:^^ 

[00 25] #^i:trti. l-^^-h-zU. 

40 ii^^t'if18-mxh^. 

[00 26] m^ltVXii. Wfel-^, Ilffe4^. - 

[0027] l^'mMmmtb LTIi. 7 -y -fb^ ^ »J 
A. 7 y^hX?U'>A, 7-y-fLrv^-^A. y-y^mi 

xx^ ^y^yp^n'j vK^hU'^A^t'co^-y-fb^*!!. 
iEUv®?<?5;!?'J»>AJS, ■^^'J'^A«^c^?K^y yW 

50 ^^r^n. ^y'i^t3yr^y:^y^>M. m^di-h 



(4) 

5 

o i, . h V ^ n D /; /L / U K ^ t't'^^if ^tlh • 

1 1.) 0 2 y ] 

<>. 20 
(0 0 2 9] 

[00 301 . TJSI^iT'. H I . K I 

^y^- HI :Lys-Phe-I le-Gly-Leu 
-Me t -NHz 

KI I : Lys-Leu-Phe-Gly-I 1 
e-Met-NH2 30 

I I : I le-His-Pro-Thr-I 
1 e-Leu-Cys-Va 1 -Ty r-Gl y-Ly 
s — Leu— G I n — Lys— Asn — G 1 y — A 1 a 
— As p — Leu— A 1 a 

[00 3 11 immw) ^y\ih^\^mw<^m^m 

3SlC0\^mm {ITf. A. a. LPS. P. g. LP 



#^^10-1 58 189 

6 

Sti£-r) COl/ig/m 1 fc#®^J (1X1 0-*M) 

A. a. LPSXIiP. g. LPS*«100pg/ml 
tc^^J:^t3#f?Lr. xyK;^^j/-(cJ:^p^^«S 

[0032] 

[an 

A.a.LPSfimfil»l 





ABS|«nm 




Iff®* 


0.24 




A.aI,PS 


0.62 




AaI,PS KI 


0-38 


684 


AAiPS+'^rf^ KII 


041 


55.3 


A.aiPS+'^r^^ Kill 


0.23 


lOO.O 


[0033] 
[1^2] 




ABSMiun 


(W) 


IS®* 


0.18 




P^XPS 


0.90 






OAB 


56.9 


P^XPS+^:r^ KII 


0.53 


514 


p^xps+^rf^ Km 


0.55 


48.6 



[00 34 1 cii^B?^2D m^^i^mm.mizj:hf^ 

(DPrimary skin reaction 
<liltfrtC3 7X:, 30^fS^)tO. Imli^L 

3i2^i-, 

[0035] 
[^3] 



(5) It^^l 0-1 58 189 

7 8 



ft* 




A.aXPS (100 A( a) 


32 >: 34nim 
30 X 32niin 
(AV. 1024nim') 


A.a.LPS ClOO g) 

+ ^7'^ KI (1000 Ms) 


13 X 14mm 
15 X 16mm 
CAV. 211mm') 


A.a.LPS (100 A g) 

+ Kn (1000 /ig) 


15 X 16mm 
14 X 16mm 
(AV. 232mm*) 


A.aXPS (100 ^fg) 

+ -<-f^ Km (1000 A^g) 


14 X 15mm 
13 X 16mm 
(AV. 209mm') 



(Local Schwarzman react 

Primary skin reactio nfij^f^. [0037] 
■i:^ir.ii?.ili^lCA. a. LPS 1 OOxtgykg * [^43 







A.a.LPS (100 Aig) 


17 X 2amm 
20 X 24mjn 
(AV. 410mm*) 


A.a.LPS (100 Mg) 

+ ^7*^ KI (1000 //g) 


8 X 9mm 
7x 10mm 
CAV. Tlmm') 


A.a,LPS (100 x*g) 

+ Kn (1000 /iff) 


11 X 13mm 
10 X 14mm 
. (AV. 142mm') 


A.aXPS (100 fi g) 

Km (1000 Afg) 


4 x5mm 

5 X 6mm 
CAV- 25mm') 



(P. g. ) 3 8 1 (^f^^^$lM^ coo 39] 

V')i-PL^M.^y^}i^VtiP , g. 38 1 (1. 2X1 [^5] 

o^ce 1 1 s) b\ihmm^mLti^'^>( }in^^i^r 

J^9^ hh-X2mg;5^t/^^rf-h'l 0 0/ig$:KC 1 





(96) 




84 




TP 




96 



(6) 



#m V 10-158189 



1^ l-ifjv ^fz 
M r 1 n 



[ 0 0 4 2] 



[0043] 



[0044] 



■' -RfiM.E.L. ^s-mz-<rf-h' 1.11,1 

l^ys-Phe-I I e-Gl y-Leu-Me t-NH2 

Jf- 

, t y 5 ^ U y^x;^?^^ -tr 



1 0 



[0 04 1 ] OT, 5l^0if^^^, 



50. 
20. 

0. 

1 . 

1 . 

2. 

1 . 

0. 

0. 



00 
00 
50 
00 
00 
00 
00 
1 0 
80 



100. 00 % 



-Phe-Gly-Ile -Me t - 



30 



L y s — L e u - 
If- 

'J v-Xf - 1/ V y ;U >flgJ!35g!XXx/l. 

#f4 

rie-His-Pro-Thr-Ile- 
Va I -Ty r-Gly-Lys-Leu-Gl n- 
Asn-GIy-Ala-Asp-Leu-Ala 
tK 
If 



NH2 



25. 00 % 
4 0, 0 0 
15.00 

0. 20 
2. 00 
1.50 

1. 00 
1. 00 
0.10 
0. 20 

100. 00 % 



15.00 
10.00 
20. 00 
5. 00 
0. 50 



-L e u — 



Cy s - 
Ly s — 



1 0 



50 



0. 

100.00 % 



immA D mm 

x:$^y-yp 

t /7n .^n-J Y ^)r^;j^ 

v /; > i; ryy^ 
L. y 3 - l. c Li " P h e - G 1 y - 



20. 
1 . 
0. 

0. 



00 
00 
30 
1 0 



I 1 e-Me t-NH2 



0. 05 
0. 70 



( 0 (*) . 



( 0 o -1 0 : 



[0047] 



[0048] 



( 7 ) ^t^^ 10-158189 

1 1 

m 

n 1 0 0.00 % 

^BkVi<?^i-MI^A 5 4. 5 0 % 

7X>-^' 17.00 
MtKpT^^-:^}- 'J^A 12. 8 0 

^ 2 U ygg^ h y A 10.00 
.ir'jxf-i^yi/Uu— 3. 00 
ty7;u::tnUyig-^hU^A 0. 10 

#M 2. 0 0 

:^U'^ym 0.10 
I le-Hi s-Pro— Thr-I le-Leu-Cys- 
Va 1— Tyr-G 1 y — Lys — Leu-G 1 n-Lys- 
A s n -G 1 y — A 1 a— A s p- L e u ~A 1 a 0. 50 

it 1 0 0.00 % 

-/[^^m 3 5.00 % 

/^y^y—^ 35. 00 

r^t^rrfj^ 6. 0 0 

-^f4 1. 0 0 

Ly s-Le u-Phe-G 1 y- I 1 e-Me t-NH2 0. 50 

It 100.00 % 

5 0. 00 % 
3 3. 0 0 
2. 0 0 

#f4 0. 2 0 

Ly s-Le u-Phe-G 1 y- I 1 e-Me t-NH2 1. 00 

It 100.00 % 

53. 00 % 

tfj^^—:^ 2 0. 0 0 

^;U-rj— X 10.00 

Tkfi^ 16.00 

#f4 0. 5 0 

Lys-Phe-I 1 e-Gl y-Leu-Met-NH2 0. 50 

ft 100.00 % 



[■'-.uini CI." ifJvs'Ut:-;- F I 

V'.j A6 1K 37/02 AGZ 



